that time Burkholderia spp. were recovered sporadically and with a very low prevalence 48 (<0.1%). The prevalence started to increase over the last decade from 0.2 to 3.6% 49 depending on the medical center. In early 2004 an outbreak involving main Argentine CF-50 care centers occurred, and the proportion of patients from whom B. cepacia complex 51 species could be recovered ranged from 19 to 36% (5, 18, 22). Currently, through strict 52 infection-control procedures, the prevalence of Burkholderia spp. in local patients has 53
decreased to approximately 10%. Recent worldwide surveillance studies concerning the 54 distribution of B. cepacia complex species in CF patients have cited as the most frequently 55 recovered species B. multivorans and B. cenocepacia. These species account for 56 approximately 80% of the infected patients, and the prevalence between them is 57 geographically and temporally dependent (13, 15, 19) . Unlike this worldwide situation, in 58
Argentina a relatively high prevalence of B. contaminans followed by B. cenocepacia has 59 been encountered (18, 22 The analysis of species distribution among the patients studied showed that 8 out of the 98 17 species described for the B. cepacia complex were infecting the local CF population, 99 with a remarkably high representation of B. contaminans that accounted for 57.6% of the 100 infected patients. The data on the species of the first isolate available from each patient 101 indicated that B. cenocepacia was the second most frequent species, it encountered at a 102 frequency of almost 15% of the patients, followed by B. cepacia at 7.5%, B. multivorans 103 at 6.0%, B. stabilis and B. vietnamiensis at 5%, B. seminalis at 3.0 %, and B. ambifaria at 104
1.5%. 105
In order to examine the genetic diversity among the B. contaminans isolates, sequence 106 analysis of a 900 bp fragment of the recA gene was performed over the 79 B. contaminans 107 isolates (Table S1 and -243). The isolates grouped in the main cluster had a recA-HaeIII-restriction pattern 116 corresponding to the K-type, whereas the isolates outside this group gave profiles of K, 117
AT, and J ( corresponding to isolates that grouped in the main cluster was represented by the recA 122 reference sequences available at GenBank. It should also be remarked that two reference 123 sequences displaying the recA-ST-71 allele, those belonging to two isolates recovered 124 from CF patients in Brazil (B. contaminans R18428 and R9929), clustered at a short 125 distance from the homogenous cluster ( With the REP primers, the isolates showed only four different banding patterns, with one 143 being observed in 92% of the isolates. Similarly, when ERIC-PCR primers were used, 5 144 different patterns were found, with one subtype including 89% of the isolates (data not 145 shown). The highest discrimination power was obtained when BOX-PCR was performed. 146
This fingerprint typing yielded 10 distinct amplification profiles (B1 to B10; Fig. 2) . The 147 distribution of the isolates' amplification profiles was as follows: the B8 subtype, 50%; the 148 B1 subtype, 22.9%; the B6 and B7 subtypes, 6.75%; the B9 subtype, 5.4%; and the B2, 149 B3, B7, B5, and B10 subtypes, 1.35%, these comprising only 1 isolate each. 150
Through the use of the first B. contaminans isolate recovered from each patient over the 151 period 2004-2010, the incidence of each BOX subtype was determined. Three subtypes, 152 B1, B7, and B8 were the most abundant patterns found, all together accounting for 75% of 153 the isolates. The B6 subtype was observed in 3 patients, while the remaining 6 subtypes 154 were unique fingerprints observed in only one patient each (Fig. 3A) . With respect to the 155 geographical distribution, whereas the isolates with B7 and B8 subtypes were found at 156 both references centers at a remarkably high incidence, all the other BOX subtypes were 157 present at only one of the two locations (Fig. 3B) the B8 (55%), B7 (15%), and B6 (11%) subtypes-but also in a much lower proportion 163 with isolates belonging to other genotypes (B2, B3, B4, B9, and B10; Fig. 3C ). We 164 therefore infer that the isolates belonging to the B8 genotype (and to a lesser extent to B7), 165
were efficiently transmitted at the outbreak period to produce a clonal spreading among 166 the patients (Fig. 3B and 3C ). Nevertheless, that other different unique BOX subtypes (e. 167 g., the B2, B3, B4, B9, and B10 subtypes) were also present should be stressed (Fig. 3C) . infected patients analyzed in this work during the 7-year period, more than one 187
Burkholderia species was recovered during the course of the infection (Table 1, rows 1 to  188 3), either as a consequence of coinfection or through subsequent colonization by different 189 species (so-called "species replacement"). In contrast, in the remaining 13 chronically 190 infected patients only one species (B. contaminans) was obtained ( Table 1, In conclusion, the species B. contaminans was indeed able to develop chronic 214 colonization in CF patients. Especially isolates belonging to the B8 and B1 BOX subtypes 215
persisted during the 7 years of our surveillance, either infecting CF patients for the first 216 time (Fig. 3C) (Table S1 in 
